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[39 FR 16869, May 10, 1974, as amended at 48
FR 57473, Dec. 30, 1983; 56 FR 20124, May 2,
1991; 56 FR 66784, Dec. 26, 1991]

§114.10 Antibiotics as preservatives.

Antibiotics are authorized for use as
preservatives for biological products if
used within the limitations as to kinds
and amounts prescribed in this section.

(@) When an antibiotic or combina-
tion of antibiotics, with or without a
fungistat is to be used in the prepara-
tion of a biological product, the kind(s)
and amount(s) of each shall be speci-
fied in the outline for such product in
such a way that the concentration in
the final product may be calculated.
Except as may be approved by the Ad-
ministrator, only those individual anti-
biotics or combinations of antibiotics
listed in paragraphs (b) and (c) of this
section shall be used.

(b) Permitted individual antibiotics:

(1) The antibiotic level of a specified
individual antibiotic in one ml. of a bi-
ological product, when prepared as rec-
ommended for use, shall not exceed the
amounts listed in this paragraph: Pro-
vided, That in the case a desiccated bio-
logical product is to be used with an in-
definite quantity of water or other
menstruum, the determination shall be
based on 30 ml. per 1,000 dose vial or
equivalent.

(2) Except as prescribed in paragraph
(c) of this section, only one antibiotic
shall be used as a preservative in a bio-
logical product. The kind and maxi-
mum amount per ml. of such antibiotic
shall be restricted to:

AmpPhotericin B ........ccooeviiiiiceseeeeeece 2.5 mcg.

Nystatin (Mycostatin) .. . 30.0 units
Tetracyclines ... . 30.0 mcg.
Penicillin ...... . 30.0 units
Streptomycin 30.0 mcg.
Polymyxin B 30.0 mcg.
Neomycin . 30.0 mcg.
GeNtamiCiN ..c.ooviiiciieiei e 30.0 mcg.

(c) Permitted combinations:

(1) Penicillin and streptomycin.

(2) Either amphotericin B or nys-
tatin, but not both, may be used with
one of the other antibiotics listed in
paragraph (b) of this section, or with a

§114.13

combination of penicillin and strepto-
mycin, or with a combination of poly-
myxin B and neomycin.

(3) The maximum amount of each an-
tibiotic in a combination shall be the
amount prescribed for such antibiotic
in paragraph (b) of this section.

(d) Antibiotics used in virus seed
stock purification are not restricted as
to kind or amounts provided carryover
into the final product is controlled and
specified in outlines of production.

[39 FR 16869, May 10, 1974, as amended at 56
FR 66784, Dec. 26, 1991

§114.11 Storage and handling.

Biological products at licensed estab-
lishments shall be protected at all
times against improper storage and
handling. Completed product shall be
kept under refrigeration at 35° to 45° F.
(2° to 7° C.) unless the inherent nature
of the product makes storage at a dif-
ferent temperature advisable, in which
case, the proper storage temperature
shall be specified in the filed Outline of
Production. All biological products to
be shipped or delivered shall be se-
curely packed.

§114.12 Expiration date required.

Each serial or subserial of biological
product prepared in a licensed estab-
lishment shall be given an expiration
date determined in accordance with the
requirements provided in §114.13 or
§114.14. A licensed biological product
shall be considered worthless under the
Virus-Serum-Toxin Act subsequent to
the expiration date appearing on the
label.

[41 FR 44687, Oct. 12, 1976]

§114.13 Expiration date determina-
tion.

Unless otherwise provided for in a
Standard Requirement of filed Outline
of Production, the expiration date for
each product shall be computed from
the date of the initiation of the po-
tency test. Prior to licensure, stability
of each fraction shall be determined by
methods acceptable to Animal and
Plant Health Inspection Service. Expi-
ration dates based on this stability
data shall be confirmed as follows:

(a) Products consisting of viable orga-
nisms. Each serial shall be tested for
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